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© Dibenz(b.e)oxepin derivatives and pharmaceutical compositions containing them. 

(^) A pharmaceutical composition contains, as the active 
ingredient, a dibenz |b.el oxepin derivative represented by 



wherein R, represents an alkyl group having 1 to 5 carbon 
atoms or a halogen atom; Rj and R 3 may be same or 
different group and each represent an alkyl group having 1 to 
5 carbon atoms and the pharmaceutically acceptable acid 
addition salts thereof. 
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This invention relates to novel dibenz[b,e]- 
oxepin derivatives, the pharmaceutically acceptable acid 
addition salts thereof and a pharmaceutical composition 
containing, as the active ingredient, a dibenz[b,e]- 
5 oxepin derivative. 

More particularly, the present invention pertains 
to a novel dibenz[b,e]oxepin derivative rep¬ 
resented by the following general formula (la) : 


S r 3 - 



whereir. R^ ' represents an alkyl group having 1 to 5 carbon 
10 atoms or a halogen atom, ' and R^ ’ may be same or different 
group and each represent an alkyl group having 1 to 5 
carbon atoms; provided that when R^' and R^' represent a 
methyl group, R^' does not represent a methyl group, a 
fluorine atom, a chlorine atom or a bromine atom; and the 
15 pharmaceutically acceptable acid addition salts thereof. 

In addition, the present invention pertains to 
a pharmaceutical composition comprising a pharmaceutical 
carrier and, as an active ingredient, an effective amount 
of a dibenz[b,e]oxepin derivative represented by the 
20 following general formula (I) 
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wherein represents an alkvi group having 1 to 5 carbon 

arc ms or a halogen atcn, R^ and R^ niay be same or enters: 


10 croup and each represent an alkyl gorup having 1 to 5 careen 
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As an appropriate acid, a physiologically usabl 
ir.orcaoic acid such as hydrochloric acid, sulfuric acid / 
hvdrobrcmic acid and phosphoric acid or an organic acid 
such as acetic acid, maleic acid, fumaric acid, tartaric 
5 acid, citric acid, oxalic acid and benzoic acid may be 

used. Compound II, an starting material for compound I is 
a known compound which is disclosed in Japanese Published 
Un°xanined Patent Application Nos. 1500B2/81 and 150083/31, 
and compound III is on the market and readily available. 

10 Results of acute toxicity test and antiasthmatic activity 
test of compound I are shewn below. 


a toxicity test 

Groups of m.ale cc 

.roneally (ip : 0.1 mg/g) 




■ srrair. mice (each croup 
.chine 20 ^ 1 c are used, 
orally (po : 0.2 mg/g) or 
The MI_D (minimum lethal 

results '-iver. in Table 1 


20 


se) 


Cortcur.c ’— 

i 

po 

ip 

Compound 1 i 

>300 

>10 0 

" 2 i 

>300 

>10 0 

1 

3 1 

>300 

>100 

„ 4 1 

>300 

I >10 0 

5 

> 3 C C 

j 10 C 

" 5 1 

>300 

>100 

" 7 i 

>3 00 

>100 

" 3 i 

> 3 C 0 

>100 

" . 9 j 

>3 00 

>100 

" 10 j 

>300 

>100 

» ii i 

>3 00 

>100 


Noi 




ex 


Typic, 


(cor.pcum 


'designated as follows . 
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Compound 


2 


3 


10 


Name of compound 

2 —methyl- 11 —[ 2 -(dimethy 1 amino)ethyl]thio- 

6 . 11 - dihydrodibenz [b,e]oxepin 

dihydrodibenz [b,e]oxepin 

4 -methyl —11— [ 2- (diethylamino ) ethyl] thic-5,11- 
dihydrodibenz [b,e]oxepin 

dihydrodibenz [b,e]oxepin 

dihydrodibenz [b,e]oxepin 

dihydrodibenz(b,ejoxepin 
dihydrodibenz[b,e]oxepin 

2 -ethyl- 11 -[ 2 -(diiscprcpylamino)ethyl]thio- 

6 . 11 - dihydrocibenz [b,e]oxepin 

2 -fluoro- 11 -[2- (diiscprcpylamino)ethyl]thio- 

5. 11 - dihydrodibenz [b,e]oxepin 

dihydrodibenz[b,e]oxepin 




[Experimental method] 

passive cutaneous anaphylaxis response (?CA response). 

200 to 250 g. ?CA response is evaluated using Wrstar strain 


5 
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As is apparent: from Table 2, compound I has an 
ar.tiasthnatic ac.ivitv and is useful as an antiaschmatic 
acsnt. 

Compound I may be used in various pharmaceutical 
^ OT _. s administration. Pharmaceutical compositions of 

the oresent invention are prepared by uniformly mixing an 
effective amount of compound I as the active ingredient, 
free form or as an acid addition salt, with a pharma¬ 
ceutically acceptable carrier. 

The carrier mav take various forms depending on 
the pharmaceutical form suitable for administration.- It is 
oreferable that the pharmaceutical composition is in single 
administration form suitable for administration orally or 
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Component 

Hydrochloride of compound 2 30 mg 

Lactose 270 mg 

Example 14 : Preparation of syrup 

A syrup comprising the following components is 
prepared in a conventional manner. 

Component 

Hydrochloride of compound 7 300 mg 

Sucrose 40 g 

Methyl para-hydroxybenzoa-e 40 mg 

Propyl para-hydroxybenzoate 10 mg 

Strawberry flavour 0.1 cc 

Water is added to the above components until the ootal 
volume is 100 cc. 
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WHAT IS CLAIMED IS: 

1. A novel cibenz[b,e]oxepin derivative represented 
bv the following general formula (la): 


oT Tc-Vv 


(la) 


wherein R^' represents an alkyl group having 1 to 5 carbon 
a-oms or a halogen arom; R 2 ' and R.. ’ may be same or 
di-fe-enc croup anc each represent an alkyl group having 
1 to 3 carbon etoos provided chat when R^ 1 2 and R, ' repress: 
a methyl, group, R^ ' does not represent a methyl group, a 
a chlorine atom or a bromine atom; and the 
O > ar — a ceutioallv acceptable acid addition sales thereof. 


2. A derivative of claim 1; namely, - -me my 1 r _ - 
[2-(diethylatino)ethyl]thio-6,11-dihyorocaoeno[o,e]cxeptn 

3 . A derivative of claim 1; namely, 4-methyl-ll- 

[ 2 -diethvlamino)ethyl-thio-6,11-dihydrodibenz[b,e]cxepin. 


4. A derivative of claim 1; namely, 2-chloro-ll- 
(2- (diethylamino)ethyl]thio-o,11-cihydrcdibenz[b,e]oxepi: 


1 5. A derivative of claim 1; namely, 2-ethyl-11- 

2 [2-(diethylamino)ethyl]thio-6,11-dihydrodibenz[b,e]oxepi 
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6 . A derivative of claim 1; namely, 2-fluoro-11- 

[ 2- ( diethylamino ) ethyl] thio-6,11-dihydrociber.z [b , e] oxepin . 

7 . A derivative of claim 1; namely, 2-ethyl-11- 

[2- (dimethy1amino)ethyl]thio-6,11-dihycrocibenz[b,e]oxepin . 


1 

2 


8 . A derivative of claim 1; namely, 2-ethy1-11- 
[ 2- (diiscpropvlamino) ethyl] thio-6 , 11-dihvdrodibenz-[b , e] exep. 


1 9. A derivative of claim 1; namely, 2-fluoro-11- 

2 [ 2- (diisopropylani.no) ethyl] thio-6 , i 1-cihydrodibenz [b , e] cxep 


1 10. A pharmaceutical composition comprising a 

2 oharmaceutical carrier and, as an active ingredient, an 

3 effective amount of a dibenz[b,e]cxepin derivative represen- 

4 by the following general formula (I) 



5 wherein represents an alkyl group having 1 to 5 carbon 

6 atoms or a halogen atom, R 2 and R^ may be same or different 

7 group and each represent an alkyl group having 1 to 5 

8 carbon atoms; and the pharmaceutically acceptable acid 

9 addition salts thereof. 


1 11. A pharmaceutical composition according to claim 

2 10, wherein said dibenz[b,e]oxepin derivative is 2-methy1- 

3 11-[2-(dimethylamino)ethyl]thio-6,11-dihydrodibenz[b,e]oxep 
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12. A .pharmaceutical composition according to claim 
10, wherein said dibenz[b,e]oxepin derivative is 2-methyl- 
11-[2-(diethylamino)ethyl]thio-6,11-dihydrodibenz[b,e]oxepin. 

13. A pharmaceutical composition according to claim 
10, wherein said dibenz[b,e]oxepin derivative is 4-methyl- 
11-[2-(diethylamino)ethyl]thio-6,11-dihydrodibenz[b,e]oxepin. 

14. A pharmaceutical composition according to claim 
10, wherein said dibenz[b,e]cxepin derivative is 2-chloro- 
11-[2-{diethylamino)ethyl]thio-6,11-dihydrodibenz[b,e]oxepin. 

15. A pharmaceutical composition according to claim 
10, wherein said dibenz [b, e ] oxepin derivative is 2-etr.yl- 
11- [ 2- (diethvlamino ) ethyl ] thio-6,11-dihydrodiber.z [h , e j oxepin . 

16. A pharmaceutical composition according to claim 
10, wherein said dibenz[b,e]cxepin derivative is 2-fluoro- 
11-{2-(diethylamino)ethyl]thio-6,11-dihydrodibenz[b,e]cxepin. 

17 . A pharmaceutical composition according to claim 
10 wherein said dibezz[b,e]cxepin derivative is 2—etnyl — 

H-[2-{dime thy1amino)ethyl]thio-6,11-dihydrodibenz[b,e]oxepin 

18. A oharmaceutical composition according to claim 
10, wherein said dibenz[b,e]oxepin derivative is 2 — rlucre — 

11 —[2 —(dime thvlamino)ethy1]thio — 5,11—dihydrodibenz[b,e]oxepin 

19. A oharmaceutical composition according to claim 
10, wherein said dibenz[b,e]oxepin derivative is 2-ethvl- 

11-[2-(diisopropylamino)ethyl]thio-6,11-dihdrodibenz[b,e]- 
cxepin. 


18- 
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20. A.pharmaceutical composition according to claim 
10/ wherein said dibenz[b,e]oxepin derivative is 2-fluoro- 
11-[2-(diisopropylamino)ethyl]thio-6,11-dihydrodibenz[b,e]- 
oxepin. 

21. A pharmaceutical composition according to claim 
10, wherein said dibenz[b,e]oxepin derivative is 2-methy1- 
11-[2-(dimethylamino)ethyl]thio-6,11-dihydrodibenz[b,e]- 
oxepin. 
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